A control sample (C) from wild type strain grown at 30C is the lanes labelled with C. Genomic DNA samples were digested with KpnI, resolved on 0.85% agarose gel alongside with a DNA size marker (first and last lanes) and hybridised to the KL1 probe and a marker-specific probe. 
Supplementary Figure 4. aCGH analysis of two dTI-survivors (S-strains) and their L-strain derivatives.
Each pair is shown in a separate panel. Notice that the dTI-survivor in panel a is aneuploid for both chromosome VIII and chromosome I but its L-strain derivative regained only chromosome VIII. The dTI-survivor in panel b is aneuploid for chromosome VIII but regaining the second copy of chromosome VIII was accompanied by acquiring third copies of chromosomes II, III, VII, XI, and XIII. Figure 7 . Deletion-based screening of chromosome VIII for genes which stabilize the chromosome when present in a single copy in a diploid grown at 38.5°C. (a-e) Deletions are shown as black bars spanning the corresponding regions deleted in a heterozygous diploid. The name of each deletion is shown in red above the bar and the spanning region for each deletion can be found in the Supplementary Dataset 2. The stability of CHRVIII with the corresponding deletion is presented as a ratio of colonies retaining two copies of CHRVIII at a given passage (P5 or P12, in blue) to the number of colonies taken into the experiment and shown below each deletion in panel a and on the left of the corresponding deletions in panels b-e. Green brackets indicate pairs of deletions, comparison of which allowed identification of chromosomal regions (highlighted in pink) or genes (boxed in green rectangles) affecting CHRVIII stability. a, Initial analysis of the set of deletions spanning CHRVIII identified deletion 14 (14) as a region stabilizing the chromosome under the conditions of telomerase insufficiency. Breaking down deletion 14 into a set of smaller non-overlapping deletions led to the disappearance of the stabilizing effect (data not shown) suggesting that more than one gene within the deleted region was involved in the phenotype. Therefore, a strategy of overlapping deletions was used for further analysis (panels b-e). b, UTP9 gene copy number is important for CHRVIII stability. First, the region between EDG2 and RPN10, which was a part of the deletion 39 but not deletion 38, was identified. A series of deletions longer than 38 but shorter than 39 (45-49) were constructed and the difference in CHRVIII stability between 46 and 47 pointed towards UTP9. However, since the CHRVIII stability also varied in the pairs 47/48 and 49/39 we constructed a series of strains were all possible combinations of UTP9, RIX1, and RPN10 gene deletions were added to 38 on the same chromosome. The data were consistent with UTP9 having the major effect on CHRVIII stability. c, PRP8 is the second identified gene with an effect on CHRVIII stability. Similar approach was used as in b, except all the overlapping deletions originated on the other side of 14 (at SKN7). d, Identification of SCH9 as a third gene involved in CHRVIII stability. All the deletions analysed originated from TDA11 on the left side. They had a strong stabilizing effect at passage 5 and therefore, CHRVIII stability at passage 12 was analysed to reveal the phenotypical differences between the strains. e, KOG1 is another gene-candidate relevant to the CHRVIII stability. Because 75 confers a stronger stabilizing effect than the combination of 51 and 12, the PFS1-CTF8 region may contain another gene involved in CHRVIII stability. We chose KOG1 for further analysis (see Fig. 5a ) as among all the genes in the region, KOG1 was the only one similar to UTP9, PRP8, and SCH9 in their common connection to ribosome biogenesis. Figure 8 . Analysis of telomere length at 30°C in the heterozygous diploid mutants with increased CHRVIII stability. Cells were propagated for 80 generations at 30°C and the DNA samples were analysed for telomere length by Southern blotting. Notice that the UTP9 haploinsufficiency causes slight telomere lengthening which is increased by the PRP8 haploinsufficiency in the +/prp8 +/utp9 mutant but not further enhanced by the deletions of SCH9 in the triple mutant or KOG1 in the quadruple mutant.
